Introduction
Introduction
Panic disorder (PD) has a high comorbidity (70%) with other anxiety disorders and is the most disabling of all [1] . Like many anxiety disorders, PD is also associated with numerous physiological disorders, including digestive problems, high blood pressure, cardiovascular risk, headaches, heart disease, and musculoskeletal disorders [2] . PD is also associated with psychological disorders, including depression, social phobia, and a high suicide rate [3] .
According to a meta-analysis of 12 general population studies in Europe, the annual prevalence of PD is 1.8%, ranging from 0.7% to 3.1% [4] . In the European Study of the Epidemiology of Mental Disorders (ESEMeD), the annual prevalence of PD in Europe and Spain, respectively, was 0.8% and 0.6%, with a lifetime prevalence of 2.1% and 1.7% [5] . Another study conducted in Spain reported the same annual prevalence rate (0.6% in the general population) versus 7% in Spanish Primary Care (PC) centres [6] . An older study, which used the PRI-ME-MD test [7] to assess the prevalence of PD in PC centres in Spain, reported a 2.2% rate.
In previous years, other studies conducted in European countries using tests such as the Patient Health Questionnaire (PHQ) [8] have reported a prevalence rate of 9% in Spain [9] , with a prevalence rate in women that was nearly double that of men: 11.6% vs. 5.9%, respectively. Another study conducted in Spain using the PRIME-MD test reported an annual prevalence of 9.7% (11.5% for women, 6 .8% for men) [3] . However, when diagnostic interviews were used, prevalence rates were slightly lower, as Serrano-Blanco et al. [6] found. Those author reported an annual prevalence of 8.8% and a current prevalence of 7% (men, 3.9%; women, 8.8%). The higher prevalence in women in Spain is consistent with reports from other countries, including the United States [10] .
The PHQ-specifically, the PD subscale (PHQ-PD)-is one of the main diagnostic tools used to assess PD. In the original study [8] , the authors evaluated the operating characteristics of the test, finding a sensitivity of .81-substantially higher than the same measure obtained with the PRIME-MD test-and a specificity of .99, identical to the PRIME-MD. Subjects who responded affirmatively to the first 4 questions on the test and report 4 or more symptoms are considered to have a probable diagnosis of PD. In the Spanish validation study, the sensitivity was .83 and the specificity was .98, similar to the values obtained on the original test [7] . Despite the good sensitivity and specificity of this test for PD, the currently available evidence to support the psychometric properties of the PHQ-PD is inconclusive. As a result, many authors have modified the algorithm to obtain better psychometric properties [11] [12] [13] . Löwe et al. [11] assessed a sample of 499 patients using the original PHQ algorithm (affirmative response on the first 4 questions and 4 or more somatic symptoms), finding a sensitivity of .75 and a specificity of .96. When they modified the algorithm to 3 affirmative responses on the first 4 questions and 4 or more somatic symptoms, they found that sensitivity improved to .86 while specificity decreased slightly, to .91. Finally, when they changed the algorithm to match those of the SCID-I criteria of the DSM-IV Axis I (2 affirmative answers on the first 4 questions 4 or more somatic symptoms), they found a sensitivity of .91 and a specificity of .88. Wittkampf et al. [13] used the PHQ-PD to assess a total sample of 479 PC patients at high risk for mental health problems, finding a sensitivity and specificity of .44 and .94, respectively, with the original PHQ criteria. When they changed the criteria to 3 affirmative answers on the first 4 questions and 4 or more somatic symptoms, the sensitivity increased to .61 while the specificity fell slightly (to .89). Finally, using the criteria of 2 affirmative answers on the first 4 questions 4 or more somatic symptoms, they found a sensitivity of .66 and a specificity of .87.
The original PHQ criteria are the strictest and therefore have the lowest sensitivity scores. This is problematic given that the role of screening tests in primary care is to identify potential patients who may merit further study. In the primary care setting, screening tools need to be highly sensitive to reduce the level of false-negatives, even though this implies a higher rate of false-positives. In this context, the aim of the present study was to determine the optimal PHQ-PD psychometric properties in a primary care patient sample in Spain. We evaluated the psychometric properties of the PHQ-PD as a screening and diagnostic tool for PD in users of PC services and compared the results to the Structured Clinical Interview for DSM-IV Axis I Disorders (SCID-I)-a diagnostic interview for DSM-IV Axis I diagnosis [14] -which was used as the reference standard.
Method

Study population
Setting. The study was conducted between January and December 2014 in a sample of PC patients aged 18-65 years of age (mean age, 44 years ±11.87) of the large PsicAP Project, a randomized clinical trial conducted in 22 PC centres of the public health system in Spain (ISRCTN58437086). We selected five centres from among these 22 centres located in 17 different autonomous communities in Spain (two centres in Valencia, and one each in Albacete, Biscay and Mallorca) from which the sample was recruited.
Patients. In Spain, all users of the public health system are assigned a General Practitioner (GP) at their local primary care centre. PC is the gateway to the healthcare system for all patients and acts as a bridge between other specialized services. All patients (n = 298) who presented at one of these five PC centres during the study period with somatic or psychological complaints, such as feelings of sadness, worries, sleeping problems or elevated distress, were invited to participate in the study by their GPs. Of this initial sample, 38 subjects were excluded, as follows: 20 patients (6.7%) were not reachable, 9 (3%) did not meet the age range criteria, 6 (2%) dropped out voluntarily, and 3 (1%) were excluded for other reasons. Finally, 260 participants voluntarily agreed to participate and signed the informed consent form after being fully informed about the study. All 260 subjects completed the PHQ and 178 also completed the SCID-I. The participants who completed both the PHQ and the SCID-I were considered comparable (p >.35) in terms of socio-demographic variables for the whole sample. There was only a slight increase in the relative dropout rate in the Biscay centre versus the other centres. See Table 1 for more details.
The inclusion criteria were: male and female adults between 18 and 65 years, inclusive, who sought treatment for anxiety, depression and/or somatic symptom disorder during the study inclusion period at any of the five PC centres. Exclusion criteria were the presence of severe mood disorders (e.g., bipolar disorder, or a severe major depressive disorder), substance abuse or dependence, any other severe mental disorder (e.g., personality disorder, mental retardation), a history of frequent or recent suicide attempt(s), a high level of disability, not proficient in Spanish, or participation in another clinical trial. 
Measures
We collected the following demographic variables: age; sex; marital status; level of education; employment situation; income level; and medical history. In addition, participants completed the following scales: Patient Health Questionnaire (PHQ). The PHQ [8] is a self-report screening test derived from the PRIME-MD test [15] , a two-stage evaluation system of mental disorders in PC containing the Patient Questionnaire and the Physicians' Clinical Evaluation Guide. The PHQ includes sections examining somatization (PHQ-15), depressive disorder (PHQ-9), PD (PHQ-PD), generalized anxiety disorder (GAD-7), eating disorders and alcohol-related disorder.
Patient Health Questionnaire-Panic Disorder (PHQ-PD). The PD section is a part of PHQ [8] which comprises 15 items (questions 3a-d and 4a-d-k.) Question 3 includes elements of the DSM-IV classification system to review the history and frequency of panic attacks (item 3a: "In the last 4 weeks, did you have an anxiety attack-sudden feeling of fear or panic?"). Question 4 contains information related to somatic symptoms of panic attacks (item 4a: "shortness of breath" or item 4i: "tingling or numbness in parts of the body"). There are two answer categories: "no" (0 points) and "yes" (1 point.) Patients are considered to have a positive score on the PD section if all four parts of question 3 (a-d) are answered affirmatively (4 points) together with four items for question 4 about somatic symptoms (4 additional points). However, since the primary goal of screening tools is to achieve a high detection rate, we made several modifications of this assessment algorithm in an attempt to increase the test's sensitivity to detect PD. The original assessment algorithm requires that the first four answers to question 3 be positive. By contrast, our modified algorithm required a positive answer on the first item (3a) and one positive answer on items 3b, 3c, or 3d.
The only screening question we tested for its diagnostic validity was question 3a from the PHQ-PD: "In the last 4 weeks, did you have an anxiety attack-sudden feeling of fear or panic?" Structured Clinical Interview for DSM-IV Axis I Disorders. The SCID-I [14] consists of a semi-structured interview to diagnose mental disorders based on Axis-I DSM-IV criteria. In our study, all researchers were trained in the use of SCID-I by an expert clinical psychologist prior to administering the test to patients. During the study, all interviewers had training sessions under the supervision of the expert. Patients who met the following criteria were diagnosed with PD: a) fulfil all nine DSM-IV criteria during the previous two weeks; b) present positive scores for at least one of the first two symptoms of PD and present 5 of all the symptoms.
Procedure
Patients with anxious, depressive or physical symptoms without a clear biological basis were asked by the GP to participate. They were given the Patient Information Sheet, with detailed information about the study, and asked to sign the Informed Consent Form. Once the form was signed, a meeting was arranged to review the study details and to complete the PHQ and other tests. Computerized versions of the tests were used in most cases; however, patients with impaired vision received assistance with the questionnaires as needed. Paper versions of the tests were provided to patients who had difficulties using the computer. Next, participants were scheduled for the SCID-I. Prior to application of the SCID-I, all participants received a Patient Information Sheet and signed an informed consent form. A trained psychologist blinded to the results of the PHQ-PD conducted the interviews. We use the SCID-I module of PD as the gold standard to confirm the diagnosis of PD in our sample. Then we compared the results of the SCID-I with those obtained with the PHQ-PD.
Ethical aspects
The study was conducted in accordance with Declaration of Helsinki. This project has been promoted by the Psicofundación (Spanish Foundation for The study was conducted in accordance with the Spanish Data Security Law. All professionals participating in the study agreed to adhere to the Helsinki Declaration and to Spanish law. Patient participation in the study was completely voluntary and participants were able to withdraw at any time without explanation and without negative consequences for future medical care. No data was made publicly available.
Statistical analysis
To provide criterion validity of the PHQ-PD, receiver operating characteristic (ROC) curve analysis (sensitivity, specificity, positive and negative predictive values, and positive and negative likelihood ratios) were calculated using different scoring criteria, including the original algorithmic criteria. To evaluate the test's screening properties, we used the sum scores of the PHQ-PD; to assess the diagnostic properties, we used the diagnostic cut-off value. Additionally, differences in the sensitivities and specificities of the original algorithm compared to the two modified algorithms and to the screening question were tested using McNemar's Χ2 tests with the Bonferonni-Holm procedure to adjust for multiplicity. The optimal cut-off value to balance sensitivity and specificity was identified as the value corresponding to the maximum value of Youden's index, calculated as (sensitivity + specificity-1).
Results
Diagnosis using PHQ
Among the 260 patients that completed the PHQ, more than half were diagnosed with somatization disorders (SD) (PHQ- 15 5) . Based on the DSM-IV diagnostic algorithm, a large proportion were diagnosed with major depressive disorder (MDD). Similarly, a large proportion of subjects presented MDD according to the PHQ-9 (scores 10). In addition, a high percentage presented generalized anxiety disorder (GAD) (GAD-7 10). A smaller percentage of patients diagnosed with PD according to the PHQ-PD algorithm also presented comorbid eating disorder and alcohol-related disorder. No significant differences in socio-demographic variables were observed among the overall patient sample, nor among the 178 who participated in the clinical interview. See Table 2 (upper section) for details.
As expected, we found high comorbidity between disorders. The prevalence of comorbid MDD and GAD was particularly high (150 patients: 57.7%), as was comorbid MDD and SD (115 patients; 44.2%) and comorbid GAD and SD (117 patients; 45%). In addition, 40% of patients had comorbid MDD, GAD and SD. The percentage of patients with comorbid PD and GAD and comorbid MDD and SD was appreciably lower. See Table 2 (lower section) for more details.
Operating characteristics of PHQ-PD as a screening test
To establish the clinical utility of PHQ-PD, we drew ROC curves to determine the optimal cut-off score to establish a diagnosis of PD. The ROC curves are valuable because they permit visual inspection of the balance between the sensitivity and specificity of a test; moreover, these curves indicate the level at which the model distinguishes between individuals in whom PD is present and those in whom it is not. Thus, the cut-off level in the curve was the level that provided the optimal relationship between sensitivity and specificity. ROC curve analyses showed that the PHQ-PD performed well, with an area under the curve (AUC) of .79 (Fig 1) . The visual analysis scale allows us to analyse various cut-off values corresponding to different specificity and sensitivity values. As shown in Youden's index, the most appropriate cut-off for PD was 5 (J = .49), with a sensitivity of .77, a specificity of .72, a positive predictive value of .53, a negative predictive value of .88, and positive and negative likelihood ratios of 2.77 and .32, respectively. Most patients (77%) with a SCID-I diagnosis of PD had a score of 5 or more, while most patients (72%) without a SCID-I PD diagnosis scored below this cut-off value. Table 3 shows the various cut-off values. When we analysed the characteristics of the first PHQ-PD screening question (In the last two weeks, did you have an anxiety attack or sudden feeling of panic?), we found an AUC of .74, a reasonable result. The sensitivity significantly increased (p < .001) against the original and even the modified algorithm, but the specificity decreased. The sensitivity was .83 and specificity .66, a positive predictive value of .50, a negative predictive value of .88, a positive likelihood ratio of 2.42 and a negative likelihood ratio of .32. (See Table 3 for other possible cut-off points and confidence intervals). Youden's index showed a good performance (J = .49)
Operating characteristics of PHQ-PD as a diagnostic test
As shown in Table 3 , the original algorithm showed an AUC of .69 (a poor result), whereas the modified algorithm showed an AUC of .74, a much better performance. The sensitivity and specificity achieved with the original PHQ-PD algorithm were .50 and .89, respectively. By contrast, with the modified algorithm, the sensitivity improved to .77, while the specificity decreased to .72. With the original algorithm, the positive and predictive values were, respectively, .65 and .81, and the positive and negative likelihood ratios were 4.50 and .56, respectively. With the modified algorithm, the positive and negative predictive value were .53 and .88, respectively, and the positive and negative likelihood ratios were, respectively, 2.77 and .32 (see Table 3 for details, including confidence intervals and alternative cut-off points). Also, Youden's index showed that the modified algorithm was better (J = .49) than the original algorithm (J = .39).
Discussion
Emotional disorders such panic or anxiety disorders are common in the community, and are typically highly comorbid on presentation, and often affect functioning [3.] In this study, we tested the psychometric properties of the PHQ-PD, a screening tool to detect panic disorder in Spanish primary care centres. We found a moderate performance for the test when we modified the original diagnostic algorithm, a finding that may help the GP to more easily screen for this emotional disorder.
In Spain, patients with emotional disorders like PD are assessed by their GP who, after only a brief consultation, must decide whether specialized care is required or not [16] . To facilitate this decision-making process for the GP, adequate screening tools with good psychometric properties are needed to identify patients who are candidates for referral (positive screening test result) to a specialized service (psychological or psychiatric treatment).
We found that results of the PHQ-PD correlated well with the PD section of the SCID-I, leading us to conclude that the PHQ-PD is a valid, useful screening tool for this disorder in our sample. The modified algorithm significantly improved the tool's sensitivity versus the original PHQ algorithm (.75 vs .42), albeit with a decreased specificity (.72 vs .86). As mentioned previously, high sensitivity is essential in a screening test, and several authors have found that the sensitivity of the PHQ-PD can be increased by modifying the algorithm [11, 13] . Löwe et al. [11] evaluated the properties of the PHQ-PD in a sample of German patients, finding a sensitivity of .75 and specificity of .96; when those authors modified the algorithm in exactly the same way that we did (i.e., positive answer on the first item and a positive answer in any of the three subsequent items, plus 4 or more somatic symptoms), the sensitivity improved to .91 (specificity, .88). Wittkampf et al. [13] reported results that were very similar to ours using the Dutch version of the PHQ-PD Dutch. For the original algorithm, they found a sensitivity of .44 and a specificity of .94 with positive and negative predictive values, respectively, of .30 and .97. These results were similar to those reported by Becker, Zaid & Faris [17] , who used the SCID-I as a reference test in a sample of 173 PC patients; in that study, the sensitivity was .47 and the specificity, .96. Although we obtained a similar sensitivity (.42), specificity was lower in our study (.86). Wittkampf et al. [13] modified the algorithm to match the SCID-I criteria, finding that this change increased the test's sensitivity to .66 with a small decrease in specificity (.87). By contrast, when we modified the algorithm to match the SCID-I criteria, we obtained a higher sensitivity (.75) but a lower specificity (.72). Thus, we obtained a higher sensitivity than Wittkampf et al. [13] , who reported a sensitivity that was very close to the original algorithm, but this increased sensitivity was achieved at the expense of a lower specificity (which decreased from .86 to .72). Our results are consistent with previous reports in which the PHQ-PD was administered alone (i.e., not in conjunction with the SCID-I) and in which changes in the algorithm improved its sensitivity [11, 13, 17] . As these authors note, variability among studies in terms of sensitivity may be due to the relatively low prevalence of PD, which leads to large confidence intervals and thus greater variability. In this sense, the Spanish version of the PHQ developed by Díez-Quevedo et al. [18] had a sensitivity of .83 and a specificity of .98-very high scores that may be attributable to the low prevalence of PD. The SCID-I uses diagnostic criteria that are similar to the modified algorithm used in our study (i.e., an affirmative answer to the first question regarding an anxiety attack or sudden feeling of panic, plus an affirmative answer to one of the three subsequent questions plus four or more somatic panic symptoms). This same modification to the algorithm significantly improved sensitivity in several studies [11, 13] , including the present report. This finding suggests that the PHQ-PD can be used in primary care centres in the public health system to accurately screen for individuals with possible PD. The modified algorithm significantly increases the test's sensitivity, the most important feature of any screening test. However, because this increased sensitivity could cause a major reduction in false-negatives, the specificity of the test is lower and more false-positives are likely.
It is important to emphasize that the screening question ("In the last two weeks, did you have an anxiety attack or sudden feeling of panic?") showed the best sensitivity but the lowest specificity. Our data suggest that it would be advisable for the GP to administer the full PHQ-PD only in patients who answer the screening question in the affirmative. In addition, due the fact the SCID-I has good specificity, this should be performed after the PHQ-PD test to assure an accurate PD diagnosis. Nevertheless, the use of the PHQ-PD alone should help to improve detection of PD.
Study limitations
A potential limitation of this study is that the PC centres were not randomly selected. Nevertheless, given that these centres were located in different geographical areas around Spain, we believe that this mitigates the lack of randomization. Moreover, we found no statistically significant differences in terms of results (Table 1 ) among the various PC centres included in the study, suggesting that lack of randomization had no impact on the study outcomes.
Conclusions
The findings presented here, when considered together with the outcomes from similar studies, suggest that the PHQ-PD is an adequate screening tool for the detection of PD in Spanish PC centres that share similar characteristic along the Spanish geography.
The PHQ-PD presents many advantages: it has good psychometric properties, and it is short, easy to understand and can be administered without increasing emotional distress in patients. We believe that these data support the use of this tool in primary care centres to help detect PD.
